Late course accelerated hyperfractionated radiotherapy combined with FP chemotherapy could improve the rates of survival and local control for patients with oesophageal cancer compared with hyperfractionated radiotherapy alone, but increased acute radiation toxicity. The review had various methodological and reporting weaknesses but overall the authors' conclusions reflect the evidence presented and appear reliable.
Survival rates at one year were significantly higher for patients receiving combination treatment (79.7%) compared with those on radiotherapy alone (67.4%) (OR 1.92; 95% CI 1.56 to 2.37; 1,874 patients; 20 studies). These differences remained significant at two years (65.0% versus 48.4%; OR 2.01; 95% CI 1.61 to 2.49; 1,396 patients; 14 studies), at three years (50.3% versus 34.9%; OR 1.90; 95% CI 1.57 to 2.29; 1840 patients; 19 studies) and at five years (40.5% versus 27.0%; OR 1.85; 95% CI 1.06 to 3.24; 226 patients; two studies). Heterogeneity was very low. No significant publication bias was found.
Local control rates were significantly higher for patients in the combined treatment group compared with control at one year (79.9% versus 70.4%; OR 1.69; 95% CI 1.27 to 2.26; 1,045 patients; 11 studies); at two years (69.8% versus 58.4%; OR 1.84; 95% CI 1.39 to 2.42; 915 patients; nine studies) and three years (64.0% versus 48.7%; OR 1.87; 95% CI 1.44 to 2.44; 915 patients; nine studies). Heterogeneity was very low.
Levels of acute radiation toxicity were significantly higher for patients receiving combined treatment compared with those receiving radiotherapy alone. There were no significant differences in chronic radiation toxicity between intervention and control (three studies). Details for individual outcomes were reported in the paper.
Authors' conclusions
Late course accelerated hyperfractionated radiotherapy combined with FP chemotherapy could improve the rates of survival and local control for patients with oesophageal cancer. Acute radiation toxicity levels were increased with combined therapy. Long-term toxicities did not appear to be increased.
CRD commentary
The review question and inclusion criteria were clear. Three of the four bibliographic databases were Chinese, and almost all included studies were published in Chinese, which suggests a risk of language bias. It was unclear whether study selection, data extraction and quality assessment were carried out with sufficient attempts to minimise error and bias. No attempts were made at contacting authors in case of missing data. Publication bias was assessed and no evidence of bias was found.
Intervention details were well reported, although patients characteristics (eg. disease severity) were not, making the comparability between studies uncertain. The results of the quality assessment were not reported, which limits the interpretation of the quality of the evidence and reliability of the findings. However, given the relatively large number of trials and patients included in this review and the very low levels of heterogeneity for the main outcomes, it was unlikely that these potential weaknesses significantly affected the reliability of the main conclusions of the review.
There were discrepancies between the graphs and text, in which case the results reported in the text were taken into account. The fact that most studies were published in Chinese and there was limited reporting of patients characteristics (such as disease severity) should be considered when interpreting the applicability of the review findings across populations and settings.
The review had various methodological and reporting weaknesses but overall the authors' conclusions reflect the evidence presented and appear reliable.
